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We Claim: 



1 . 



A compound of the formula 



R— (CH 2 ) n — C— CH 2 



NH 



N— (CH) 0 -R 3 
R 2 



(C0) p 




wherein 



m is 0 or 1; 
n is 0 or 1; 
o is 0, 1, or 2 ; 
p is 0 or 1; 

R is phenyl, 2- or 3-indolyl, 2- or 3- 



any one of which groups may be substituted 
with one or two halo, C1-C3 alkoxy, 
trif luoromethyl , C1-C4 alkyl, phenyl -C1-C3 
alkoxy, or C1-C4 alkanoyl groups; 
R 1 is trityl, phenyl, diphenylmethyl , phenoxy, 
phenylthio , hexamethyleneiminyl , piperazinyl , 
piperidinyl , pyrrolidinyl , morpholinyl , 
indolinyl, indolyl, benzothienyl , benzof uranyl , 
quinolinyl , tetrahydropyridinyl , isoquinolinyl , 
reduced quinolinyl, reduced isoquinolinyl, 
phenyl- (C1-C4 alkyl)-, phenyl- (C1-C4 alkoxy)-, 
quinolinyl- (C1-C4 alkyl) -, isoquinolinyl- (C1-C4 
alkyl)-, reduced quinolinyl- (C1-C4 alkyl)-, 
reduced isoquinolinyl- (C1-C4 alkyl)-, benzoyl - 
(C1-C3 alkyl)-, C1-C4 alkyl, or -NH-CH 2 -R 5 ; 



indolinyl , 



benzothienyl, benzof uranyl , or naphthyl ; 



any one of which R 1 groups may be 
substituted with halo, C1-C4 alkyl, C1-C4 
alkoxy, trif luoromethyl , amino, C1-C4 
alkylamino, or di (C1-C4 alkyl) amino; 

or any one of which R 1 groups may be 
substituted with phenyl, piperazinyl, C 3 - 
C 8 cycloalkyl, benzyl, C1-C4 alkyl, 
piperidinyl, pyridinyl, pyrimidinyl, C 2 -C 6 
alkanoylamino, pyrrolidinyl , C2-C6 
alkanoyl, or C1-C4 alkoxycarbonyl ; 

any one of which groups may be 
substituted with halo, C1-C4 alkyl, 
C1-C4 alkoxy, trif luoromethyl , amino, 
C1-C4 alkylamino, di (C1-C4 
alkyl) amino, or C 2 -C 4 alkanoylamino; 

or R 1 is amino, a leaving group, hydrogen, C1-C4 

alkylamino, or di (C1-C4 alkyl) amino; 

R 5 is pyridyl, anilino- (C1-C3 alkyl)-, or 

ani 1 inocarbony 1 ; 

R 2 is hydrogen, C3.-C4 alkyl, arylsulf onyl , C1-C4 
alkylsulf onyl , carboxy- (C1-C3 alkyl)-, C1-C3 
alkoxycarbonyl- (C 1 -C 3 alkyl)-, or -CO-R 6 ; 
R 6 is hydrogen, C1-C4 alkyl, C1-C3 haloalkyl, 
phenyl, C1-C3 alkoxy, C1-C3 hydroxyalkyl , amino, 
C1-C4 alkylamino, di (C1-C4 alkyl) amino, or - 
(CH 2 ) q -R 7 ; 
q is 0 to 3; 

R 7 is phenoxy, phenylthio, piperazinyl, 
piperidinyl , pyrrolidinyl , morpholinyl , 
indolinyl, indolyl , benzothienyl , benzof uranyl , 
quinolinyl, isoquinolinyl , reduced quinolinyl, 
reduced isoquinolinyl, phenyl- (C1-C4 alkyl)-, 
quinolinyl- (C1-C4 alkyl) - , isoquinolinyl- (C1-C4 
alkyl)-, reduced quinolinyl- (C1-C4 alkyl)-, 
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and 



reduced isoquinolinyl - (C1-C4 alkyl)-, benzoyl - 
C1-C3 alkyl; 

any one of which R 7 groups may be 
substituted with halo, trif luoromethyl , C1-C4 
alkoxy, amino, C1-C4 alkylamino, di (C1-C4 
alkyl) amino, or C 2 -C 4 alkanoylamino; 
or any one of which R 7 groups may be 
substituted with phenyl, piperazinyl, C 3 -C 8 
cycloalkyl, benzyl, piperidinyl , pyridinyl, 
pyrimidinyl, pyrrol idinyl , C 2 -C 6 alkanoyl, C1-C4 
alkyl, or C1-C4 alkoxycarbonyl ; 

any of which groups may be 

substituted with halo, 

trif luoromethyl, amino, C1-C4 alkoxy, 
C1-C4 alkyl, C1-C4 alkylamino, di (Ci- 
C 4 alkyl) amino, or C 2 -C 4 
alkanoylamino; 
or R 7 is carboxy, C1-C4 alkoxycarbonyl, C1-C4 
alkylcarbonyloxy, amino, C1-C4 alkylamino, 
di(Ci-C 4 alkyl) amino, Ci-C 6 alkoxycarbonylamino; 
R 8 is hydrogen or Ci-C 6 alkyl; 
R 3 is phenyl, phenyl - (Ci-C 6 alkyl)-, C 3 -C 8 
cycloalkyl, C 5 -C 8 cycloalkenyl , Ci-C 8 alkyl, 
naphthyl, C 2 -C 8 alkenyl, or hydrogen; 

any one of which groups except hydrogen 
may be substituted with one or two halo, 
C1-C3 alkoxy, C1-C3 alkylthio, nitro, 
trif luoromethyl, or C1-C3 alkyl groups; 



R 4 is hydrogen or C1-C3 alkyl; 
with the proviso that if R 1 is hydrogen or halo, R 3 is 
phenyl, phenyl- (Ci-C 6 alkyl)-, C 3 -C 8 cycloalkyl, C 5 -C 8 
cycloalkenyl, or naphthyl; 

or a pharmaceutically acceptable salt or solvate thereof. 
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2 . A compound as claimed in Claim 1 wherein R 
is phenyl, naphthyl , or 2- or 3-indolyl which groups may 
be optionally substituted. 

3 . A compound as claimed in Claim 2 wherein n 

is 1 . 

4 . A compound as claimed in Claim 3 wherein R 2 
is -CO-R 6 , arylsulf onyl , or C1-C4 alkylsulf onyl . 

5 . A compound as claimed in Claim 4 wherein R 2 
is acetyl or methylsulf onyl . 

6 . A compound as claimed in Claim 5 of the 

formula 




15 wherein R a is halo, C1-C3 alkoxy, C1-C3 alkylthio, nitro, 

trif luoromethyl , or C1-C3 alkyl . 

7 . A compound as claimed in Claim 6 wherein R a 
is C1-C3 alkoxy, chloro, fluoro, trif luoromethyl or C1-C3 

alkylthio . 

20 8. A compound as claimed in Claim 7 wherein R a 

is methoxy, ethoxy, chloro, trif luoromethyl , or 
methylthio. 

9 . A compound as claimed in Claim 8 wherein R 1 
is piperazinyl, piperidinyl , substituted piperazinyl, or 

25 substituted piperidinyl. 

10. A compound as claimed in Claim 9 wherein R 1 
is 1- (4 -phenyl) piperazinyl . 

11. A compound as claimed in Claim 10 wherein 
the compound is (R) 1- [N- ( 2 -methoxybenzyl ) acetylamino] -3- 

30 (lH-indol-3-yl) -2- [N- (2- ( (4 -phenyl ) piperazin-1- 

yl) acetyl) amino] propane or (R) 1- [N- (2- 
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chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- ( (4- 
phenyl) piperazin-l-yl) acetyl) amino] propane . 

12. A compound as claimed in Claim 9 wherein R 1 
is 1- (4-cyclohexyl) piperazinyl . 
5 13. A compound as claimed in Claim 12 wherein 

the compound is (R) 1- [N- (2 -methoxybenzyl) acetylamino] -3 - 
(lH-indol-3-yl) -2- [N- (2- ( (4-cyclohexyl ) piperazin-l- 
yl ) acetyl ) amino] propane or (R) l-[N-(2- 

chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- ( (4- 
10 cyclohexyl) piperazin-l-yl) acetyl) amino] propane . 

14. A compound as claimed in Claim 9 -wherein R 1 
is 1- (4 -phenyl) piperidinyl . 

15. A compound as claimed in Claim 14 wherein 
the compound is (R) 1- [N- (2 -methoxybenzyl) acetylamino] -3 - 

15 (lH-indol-3-yl) -2- [N- (2- ( (4 -phenyl) piperidin-1- 

yl) acetyl) amino] propane or (R) l-[N-(2- 

chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- ( (4- 
phenyl ) piper idin- 1 -yl ) acetyl ) amino] propane 

16. A compound as claimed in Claim 9 wherein R 1 
20 is 1- (4 -cyclohexyl ) piperidinyl . 

17. A compound as claimed in Claim 16 wherein 
the compound is (R) 1 - [N- ( 2 -methoxybenzyl ) acetylamino] - 3 - 
(lH-indol-3-yl) -2- [N- (2- ( (4-cyclohexyl) piperidin-1- 

yl) acetyl) amino] propane or (R) 1- [N- (2- 
25 chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- ( (4- 

cyclohexyl ) piperidin- 1 -yl ) acetyl ) amino] propane . 

18. A compound as claimed in Claim 9 wherein R 1 
is 1- (4 - isopropyl ) piperazinyl . 

19. A compound as claimed in Claim 18 wherein 
30 the compound is (R) 1- [N- (2 -methoxybenzyl) acetylamino] -3- 

(lH-indol-3-yl) -2- [N- (2- ( (4-isopropyl) piperazin-l- 
yl ) acetyl ) amino] propane or (R) 1- [N- (2- 

chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- ( (4- 
isopropyl) piperazin-l-yl ) acetyl) amino] propane . 
35 20. A compound as claimed in Claim 9 wherein R 1 

is 1- [4 - (1 -piperidinyl) ] piperidinyl . 
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21. A compound as claimed in Claim 20 wherein 
the compound is (R) 1- [N- (2 -methoxybenzyl ) acetylamino] -3- 
(lH-indol-3-yl) -2- [N- (2- (4- (piperidin- 1 -yl ) piperidin-1- 
yl) acetyl) amino] propane or (R) 1- [N- (2- 

5 chlorobenzyl) acetylamino] -3- (lH-indol-3-yl) -2- [N- (2- (4- 

(piperidin- 1 -yl ) piperidin- 1 -yl ) acetyl ) amino] propane . 

22. A method for the treatment or prevention of 
a physiological disorder associated with an excess of 
tachykinins, which method comprises administering to a 

10 mammal in need of said treatment an effective amount of a 

compound of the formula 



R 8 R 
I I 



4 



. R— (CH 2 ) n — C-CH 2 — N (CH) 0 — R 3 

NH R 2 
I 

(CO) p 

I 

(CH 2 ) m 
R 1 

15 wherein 

m is 0 or 1; 
n is 0 or 1; 
o is 0, 1, or 2 ; 
p is 0 or 1; 

2 0 R is phenyl, 2- or 3-indolyl, 2- or 3- 

indolinyl, benzothienyl , benzof uranyl , or naphthyl ; 

any one of which groups may be substituted 
with one or two halo, C1-C3 alkoxy, 
trif luoromethyl , C1-C4 alkyl , phenyl-Ci-C3 
25 alkoxy, or C3.-C4 alkanoyl groups; 

R 1 is trityl, phenyl, diphenylmethyl , phenoxy, 
phenylthio, piperazinyl , hexamethyleneiminyl , 
piperidinyl , pyrrolidinyl , morpholinyl , 
indolinyl, indolyl, benzothienyl, benzof uranyl , 
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quinolinyl , isoquinolinyl , tetrahydropyridinyl , 
reduced quinolinyl, reduced isoquinolinyl, 
phenyl- (C1-C4 alkyl)-, phenyl- (C1-C4 alkoxy) - , 
quinolinyl- (C1-C4 alkyl)-, isoquinolinyl- (C1-C4 
5 alkyl)-, reduced quinolinyl- (C1-C4 alkyl)-, 

reduced isoquinolinyl- (C1-C4 alkyl)-, benzoyl - 
(C1-C3 alkyl)-, C1-C4 alkyl, or -NH-CH 2 -R 5 ; 
any one of which R 1 groups may be 
substituted with halo, C1-C4 alkyl, C1-C4 
10 alkoxy, trif luoromethyl , amino, C1-C4 

alkylamino, or di (C1-C4 alkyl) amino; 

or any one of which R 1 groups may be 
substituted with phenyl, piperazinyl, C3- 
C 8 cycloalkyl, benzyl, C1-C4 alkyl, 
15 piperidinyl, pyridinyl, pyrimidinyl, C 2 -C 6 

alkanoylamino, pyrrol idinyl , C 2 -Ce 
alkanoyl, or C1-C4 alkoxycarbonyl ; 

any one of which groups may be 
substituted with halo, C1-C4 alkyl, 
20 C1-C4 alkoxy, trif luoromethyl , amino, 

C1-C4 alkylamino, di(Ci-C4 
alkyl) amino, or C2-C4 alkanoylamino; 
or R 1 is amino, a leaving group, hydrogen, C1-C4 
alkylamino, or di (C1-C4 alkyl) amino; 
25 R 5 is pyridyl, anilino- (C!-C 3 alkyl)-, or 

anilinocarbonyl ; 

R 2 is hydrogen, C1-C4 alkyl, arylsulf onyl , C1-C4 
alkylsulf onyl , carboxy- (C1-C3 alkyl)-, C!-C3 
alkoxycarbonyl- (C1-C3 alkyl)-, or -CO-R 6 ; 
30 R 6 is hydrogen, C1-C4 alkyl, C1-C3 haloalkyl, 

phenyl, C1-C3 alkoxy, C1-C3 hydroxyalkyl , amino, 
C1-C4 alkylamino, di (C1-C4 alkyl) amino, or - 
(CH 2 ) q -R 7 ; 
q is 0 to 3; 

35 R 7 is phenoxy, phenylthio, piperazinyl, 

piperidinyl , pyrrol idinyl , morphol inyl , 



indolinyl, indolyl, benzothienyl , benzof uranyl , 
quinolinyl, isoquinolinyl , reduced quinolinyl, 
reduced isoquinolinyl, phenyl- (C1-C4 alkyl)-, 
quinolinyl- (C1-C4 alkyl) -, isoquinolinyl- (C1-C4 
alkyl)-, reduced quinolinyl- (C1-C4 alkyl)-, 
reduced isoquinolinyl- (C1-C4 alkyl)-, benzoyl - 
C1-C3 alkyl; 

any one of which R 7 groups may be 
substituted with halo, trif luoromethyl , C1-C4 
alkoxy, amino, C1-C4 alkylamino, di (C!-C 4 
alkyl) amino, or C 2 -C 4 alkanoylamino; 
or any one of which R 7 groups may be 
substituted with phenyl, piperazinyl, C 3 -C 8 
cycloalkyl, benzyl, piperidinyl, pyridinyl, 
pyrimidinyl, pyrrol idinyl , C 2 -C 6 alkanoyl, C1-C4 
alkyl, or C1-C4 alkoxycarbonyl ; 

any of which groups may be 

substituted with halo, 

trif luoromethyl , amino, C1-C4 alkoxy, 
C1-C4 alkyl, C1-C4 alkylamino, di(Ci- 
C 4 alkyl) amino, or C2-C4 
alkanoylamino ; 
or R 7 is carboxy, C1-C4 alkoxycarbonyl, C1-C4 
alkylcarbonyloxy, amino, C1-C4 alkylamino, 
di(Ci-C 4 alkyl) amino, Ci-C 6 alkoxycarbonyl amino; 
R 8 is hydrogen or Ci-C 6 alkyl; 
R 3 is phenyl, phenyl- (Ci-C 6 alkyl)-, C 3 -C 8 
cycloalkyl, C 5 -C 8 cycloalkenyl , Ci-C 8 alkyl, 
naphthyl, C 2 -C 8 alkenyl, or hydrogen; 

any one of which groups except hydrogen 
may be substituted with one or two halo, 
C1-C3 alkoxy, C1-C3 alkylthio, nitro, 
trif luoromethyl, or C1-C3 alkyl groups; 

R 4 is hydrogen or C!-C 3 alkyl; 
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with the proviso that if R 1 is hydrogen or halo, R 3 is 
phenyl, phenyl - {C x -C 6 alkyl)-, C 3 -C 8 cycloalkyl, C 5 -C 8 
cycloalkenyl , or naphthyl; 

or a pharmaceutical^ acceptable salt or solvate thereof 

23. A method as claimed in Claim 22 employing 
compound wherein R is phenyl, naphthyl, or 2- or 3- 
indolyl which group may be optionally substituted. 

24. A method as claimed in Claim 23 employing 
compound wherein n is 1. 

25. A method as claimed in Claim 24 employing 
compound wherein R 2 is -CO-R 6 , arylsulf onyl , or C1-C4 
alkyl sulfonyl . 

26. A method as claimed in Claim 25 employing 
compound wherein R 2 is acetyl or methylsulf onyl . 

27. A method as claimed in Claim 26 employing 
compound of the formula 




wherein R a is halo, C1-C3 alkoxy, Ci-C 3 alkylthio, nitro, 
trif luoromethyl , or C3.-C3 alkyl. 

28. A method as claimed in Claim 27 employing 
compound wherein R a is Ci-C 3 alkoxy, chloro, fluoro, 
trif luoromethyl or Ci-C 3 alkylthio. 

29. A method as claimed in Claim 28 employing 
compound wherein R a is methoxy, ethoxy, chloro, 

trif luoromethyl , or methylthio. 

30. A method as claimed in Claim 29 employing 
compound wherein R 1 is piperazinyl, piperidinyl, 
substituted piperazinyl, or substituted piperidinyl. 
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31. A method as claimed in Claim 30 employing a 
compound wherein R 1 is 1- (4-phenyl) piperazinyl . 

32. A method as claimed in Claim 30 employing a 
compound wherein R 1 is 1- (4-cyclohexyl) piperazinyl . 

33. A method as claimed in Claim 3 0 employing a 
compound wherein R 1 is 1 - (4 -phenyl ) piperidinyl . 

34. A method as claimed in Claim 30 employing a 
compound wherein R 1 is 1 - (4 -cyclohexyl ) piperidinyl . 

35. A method as claimed in Claim 3 0 employing a 
compound wherein R 1 is 1- (4 - isopropyl ) piperazinyl . 

36. A method as claimed in Claim 30 employing a 
compound wherein R 1 is 1- [4- ( 1 -piperidinyl ) ] piperidinyl . 

37. A method as claimed in Claim 22 wherein the 
physiological disorder associated with an excess of 
tachykinins is selected from the group consisting of 
anxiety, depression, psychosis, and schizophrenia. 

38. A method as claimed in Claim 22 wherein the 
physiological disorder associated with an excess of 
tachykinins is selected from the group consisting of 
dementia, Alzheimer's disease, Down's Syndrome, multiple 
sclerosis, cerebral stroke, and amyotrophic lateral 
sclerosis . 

39. A method as claimed in Claim 22 wherein the 
physiological disorder associated with an excess of 
tachykinins is selected from the group consisting of 
adult respiratory distress syndrome, bronchopneumonia, 
bronchospasm, and asthma. 

40. A method as claimed in Claim 22 wherein the 
physiological disorder associated with an excess of 
tachykinins is selected from the group consisting of 
urinary incontinence, irritable bowel syndrome, 
inflammatory bowel disease, psoriasis, fibrositis, 
osteoarthritis, and rheumatoid arthritis. 

41. A method as claimed in Claim 22 wherein the 
physiological disorder associated with an excess of 
tachykinins is pain or nociception. 
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42. A method as claimed in Claim 41 wherein 
the physiological disorder associated with an excess of 
tachykinins is chronic pain, migraine, or post -operative 
pain. 

43. A pharmaceutical formulation comprising an 
effective amount of a compound of the formula 

R 8 R 4 
I I 
R— ( CH 2 ) n — C— CH 2 — N ( CH ) 0 - R 3 

NH R 2 
I 

(C0) p 

I 

(CH 2 ) m 
R 1 



wherein 

m is 0 or 1; 
n is 0 or 1; 
o is 0, 1, or 2; 
p is 0 or 1; 

R is phenyl, 2- or 3-indolyl, 2- or 3- 
indolinyl, benzothienyl , benzof uranyl , or naphthyl; 

any one of which groups may be substituted 
with one or two halo, C1-C3 alkoxy, 
trif luoromethyl , C1-C4 alkyl , phenyl-Ci-C 3 
alkoxy, or C1-C4 alkanoyl groups; 
R 1 is trityl, phenyl, diphenylmethyl , phenoxy, 
phenyl thio, hexamethyleneiminyl , piperazinyl , 
piper idinyl , pyrrol idinyl , morphol inyl , 
indolinyl, indolyl , benzothienyl, benzof uranyl , 
quinolinyl , isoquinolinyl , tetrahydropyridinyl , 
reduced quinolinyl, reduced isoquinolinyl, 
phenyl- (C1-C4 alkyl)-, phenyl- (C1-C4 alkoxy).-, 
quinolinyl- (C1-C4 alkyl)-, isoquinolinyl - (C1-C4 
alkyl)-, reduced quinolinyl- (C1-C4 alkyl)-, 



reduced isoquinolinyl - (C1-C4 alkyl)-, benzoyl - 
(C1-C3 alkyl)-, C1-C4 alkyl, or -NH-CH 2 -R 5 ; 

any one of which R 1 groups may be 
substituted with halo, C1-C4 alkyl, C1-C4 
alkoxy, trif luoromethyl , amino, C1-C4 
alkylamino, or di(Ci-C 4 alkyl) amino; 
or any one of which R 1 groups may be 
substituted with phenyl, piperazinyl, C 3 - 
Ce cycloalkyl, benzyl, Ci-C 4 alkyl, 
piperidinyl, pyridinyl, pyrimidinyl, C 2 -C 6 
alkanoylamino, pyrrolidinyl , C 2 -C 6 
alkanoyl, or C1-C4 alkoxycarbonyl; 

any one of which groups may be 
substituted with halo, C1-C4 alkyl, 
C1-C4 alkoxy, trif luoromethyl , amino, 
C1-C4 alkylamino, di(Ci-C 4 
alkyl) amino, or C 2 -C 4 alkanoylamino; 

or R 1 is amino, a leaving group, hydrogen, C1-C4 

alkylamino, or di (C1-C4 alkyl) amino; 

R 5 is pyridyl, anilino- (C1-C3 alkyl)-, or 

ani 1 inocarbonyl ; 

R 2 is hydrogen, C3.-C4 alkyl, arylsulf onyl , C1-C4 
alkylsulf onyl , carboxy- (C1-C3 alkyl)-, C1-C3 
alkoxycarbonyl- (C1-C3 alkyl)-, or -CO-R 6 ; 
R 6 is hydrogen, C1-C4 alkyl, C1-C3 haloalkyl , 
phenyl, C1-C3 alkoxy, C1-C3 hydroxyalkyl , amino, 
C1-C4 alkylamino, di (C1-C4 alkyl) amino, or - 
(CH 2 ) q -R 7 ; 
q is 0 to 3; 

R 7 is phenoxy, phenylthio, piperazinyl, 
piperidinyl , pyrrolidinyl , morpholinyl , 
indolinyl, indolyl, benzothienyl , benzof uranyl , 
quinolinyl, isoquinolinyl , reduced quinolinyl, 
reduced i soquinol inyl , phenyl - ( Ci - C 4 alkyl ) - , 
quinolinyl- (C1-C4 alkyl) - , isoquinolinyl- (C1-C4 
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and 



alkyl)-, reduced quinolinyl - (C!-C 4 alkyl)-, 
reduced isoquinolinyl - (C1-C4 alkyl)-, benzoyl - 
C1-C3 alkyl; 

any one of which R 7 groups may be 
substituted with halo, trif luoromethyl , C1-C4 
alkoxy, amino, C1-C4 alkylamino, di (C1-C4 
alkyl) amino, or C 2 -C 4 alkanoylamino; 
or any one of which R 7 groups may be 
substituted with phenyl, piperazinyl, C 3 -C 8 
cycloalkyl, benzyl, piperidinyl, pyridinyl , 
pyrimidinyl, pyrrol idinyl , C 2 -C 6 alkanoyl, C!-C 4 
alkyl, or C1-C4 alkoxycarbonyl; 

any of which groups may be 

substituted with halo, 

trif luoromethyl, amino, C1-C4 alkoxy, 
C1-C4 alkyl, C1-C4 alkylamino, di (Ci« 
C 4 alkyl) amino, or C 2 -C 4 
alkanoylamino ; 
or R 7 is carboxy, Ci-C 4 alkoxycarbonyl, C1-C4 
alkylcarbonyloxy, amino, C1-C4 alkylamino, 
di(Ci-C 4 alkyl) amino, Ci-C 6 alkoxycarbonylamino ; 
R 8 is hydrogen or C±-C 6 alkyl; 
R 3 is phenyl, phenyl- (Ci-C 6 alkyl)-, C 3 -C 8 
cycloalkyl, C 5 -C 8 cycloalkenyl , Ci-C 8 alkyl, 
naphthyl, C 2 -C 8 alkenyl, or hydrogen; 

any one of which groups except hydrogen 
may be substituted with one or two halo, 
C1-C3 alkoxy, C3.-C3 alkylthio, nitro, 
trif luoromethyl , or C1-C3 alkyl groups; 



R 4 is hydrogen or C1-C3 alkyl; 
with the proviso that if R 1 is hydrogen or halo, R 3 is 
phenyl, phenyl- (Ci-C 6 alkyl)-, C 3 -C 8 cycloalkyl, C 5 -C 8 
cycloalkenyl, or naphthyl; 
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or a pharmaceutically acceptable salt or solvate thereof, 
in combination with a suitable pharmaceutical excipient, 
diluent or carrier. 

44. A formulation as claimed in Claim 43 

5 employing a compound wherein R is phenyl, naphthyl , or 2- 

or 3-indolyl which groups may be optionally substituted. 

45. A formulation as claimed in Claim 44 
employing a compound wherein n is 1. 

46. A formulation as claimed in Claim 45 

10 employing a compound wherein R 2 is -CO-R 6 , arylsulf onyl , 

or Ci-C 4 alkylsulf onyl . 

47. A formulation as claimed in Claim 46 
employing a compound wherein R 2 is acetyl or 
methylsulf onyl . 

15 48. A formulation as claimed in Claim 47 

employing a compound of the formula 




20 wherein R a is halo, C1-C3 alkoxy, Cx-C 3 alkylthio, nitro, 

trif luoromethyl , or C1-C3 alkyl . 

49. A formulation as claimed in Claim 48 

employing a compound wherein R a is C1-C3 alkoxy, chloro, 

fluoro, trif luoromethyl or C1-C3 alkylthio. 
25 50. A formulation as claimed in Claim 49 

employing a compound wherein R a is methoxy, ethoxy, 

chloro, trif luoromethyl , or methylthio. 

51. A formulation as claimed in Claim 50 

employing a compound wherein R 1 is piperazinyl, 
30 piperidinyl, substituted piperazinyl, or substituted 

piperidinyl . 
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52. A formulation as claimed in Claim 51 
employing a compound wherein R 1 is 1- (4- 

phenyl ) piperazinyl . 

53. A formulation as claimed in Claim 51 
5 employing a compound wherein R 1 is l-(4- 

cyclohexyl) piperazinyl . 

54. A formulation as claimed in Claim 51 
employing a compound wherein R 1 is 1- (4- 

phenyl ) piperidinyl . 
10 55. A formulation as claimed in Claim 51 

employing a compound wherein R 1 is l-(4- 
cyclohexyl ) piperidinyl . 

56. A formulation as claimed in Claim 51 
employing a compound wherein R 1 is l-(4- 

15 isopropyl ) piperazinyl . 

57. A formulation as claimed in Claim 51 
employing a compound wherein R 1 is 1- [4- (1- 
piperidinyl) ] piperidinyl . 



20 



